WO 00/26394 



Inventor: ,KASHMIRI et al. ^ 

Docke\NV: I1613.32USWO - ^L3'^S'^ .^%3 

Title^^'ANTS OF HUMANANIZED ANTI-CARCINOMA MONOCLOH 
CC4^^H 

Attort^^Kme: Melissa Jeari Pytet 
Phone nio.: 612.371.5304 
Sheet 1 of 23 




748 



PCT/US99/25552 



FIG. 1 




SUBSTITUTE SHEET (RULE 26) 



WO 00/26394 



Inventor: KASHMIRI et al. 

Docket No. : 116 13.32USWO O ^ jt* 

TKle^^JANTS OF HUMANANIZED ANTI-CARCINOMA MONOCLOj ^ 

AttoM^^ame: Melissa Jean Pytel 
PhoneNo.: 612.371.5304 
Sheet 2 of 23 



_ - ■ 3tts -iz ~b 

g^TiBoo{) 7 / 8 307 



PCT/US99/25552 



-in 



^ » * 



sill 



GO 



a a 



loco 



0 a 



CO TO 



CO 



CM I* t-i 



o 



1^ 














8*1 


sill 




—lues 








s|«l 
















^leS as 

4« 






4££ 


°°IC3 O 


CDR 1 

HuCC49 

LEN 


CDR 2 

HuCC49 

LEN 


CDR 3 

HuCC49 

LEN 



u 

> 

o 



3 



laJ as 



CM 



00 



^ 00 

en o\ 

O 3 
UltN 



ex e 

CO 



111 



2 e 



CM 



^-1 0) fc> 



CM CO 
O CM 

£ o\ 

Q 3 
UICVJ 



si 

o | CO 



JO I I Q> 

I Co 

I ^ 
o I 

I Cj> 

o| 

O I 00 

— I CO 



55i 



CO 



^ ^ CO 
O CM 

O 3 «~ 
UICN 



SUBSTITUTE SHEET (RULE 26) 



WO 00/26394 



Inventor: KASHMIRI et al. 

DocketNo.: 11613.32USWO Tjl^'^^T%^%&tt 
Title. VARIANTS OF HUMANANIZED A NTI -CARCINOMA MOnStlSn^ ~ " 



Atton^^Hle: Melissa Jean Pytel 
Phone 1^^12.371.5304 
Sheet 3 of 23 



VA^^IBOD\j£ 



V/830 



PCT/US99/25552 




SUBSTITUTE SHEET (RULE 26) 



WO 00/26394 



Inventor: KASHMIRI et al. 

Docket No.: I1613.32USWO : 0 "'^ "c£- ft. 

Title: ^^^^NTS OF HUM AN ANIZED ANTI-CARCINOMA MONOCLONA 
CC49 

Attornej^^^^: Melissa Jean Pytel 
Phone No.: 612.371.5304 
Sheet 4 of 23 



^pB u 05~Y 



PCT/US99/25552 




SUBSTTTUTE SHEET (RULE 26) 



WO 00/26394 



r^S NT"j*i -.1- -S Ji 



Inventor: KASHMIRI et al. ,™ 
Docket No.: 116I3.32USWO LI 
Title: J/mUAHTS OF HUMANANIZED ANTI-CARCINOMA MONOCLOH 

Attorn^^^ne: Melissa Jean Pytel 
Phone No.: 612.371.5304 
Sheet 5 of 23 



. .ui 4Li! *~>it-^& iLi! :-ILS ^S. 



IBODY 



09/ 830748 



PCT/US99/25552 



FIG. 5 



EcoRI 




BamHI (filled in) 



SUBSTITUTE SHEET (RULE 26) 



WO 00/26394 



Inventor: KASHMIRI et al. 

Docket No. : 11613 . 32 US WO J . q ^ ^ 

Title: \^|^NTS OF HUMANANIZED ANTI-CARCINOMA MONG CLO NAl 
CC49 

Attornej^^P^: Melissa Jean Pytel 
Phone No.: 612.371.5304 
Sheet 6 of 23 



ODY 



748 



PCT/US99/25S52 



6/23 



2 

m 

-i_ 

S3 

O 



<7n 



Reduced 



250kDa 



98kDa 

64kDa 

50kDa 

36kDa 
30kDa 

16kDa 



O 
O 

CO 



o 

CL 
- i 
CO 



CD 



O 
Ql 
— n 
CO 



CD 
CD 



O 
Q. 

CO 



CD 



o 

CO 



CO 
4*. 



O 
Q_ 



CO 
K> 

CO 



o 

Cl 



CD 

o 
i 

CD 

ro 

CD 
4^ 




Fig. 6 



SUBSTITUTE SHEET (RULE 26) 



Inventor KASHMIRI et al. 
Docket No.: 11613.32USWO 
Title: VAJ^TTS OF HUMANANIZED ANTI -CARCINOMA MONOCLONAL 
CC49 

Attorney ^^^T Melissa Jean Pytel 
Phone No.: 612.371.5304 
WO 00/26394 Sheet 7 of 23 



& "."Stf -.O .^fc HUS ^ ^"Oi .-01 iL# * i "2" iiL^« «Ji * 



^ DY ,0V/ 830748 



PCT/US99/25552 



FIG. 7 



o 
o 



z 
o 

t: 
m 

x 
z 



o 



100 



80 - 



60 - 



o 
!< 

o 



b. 40 - 



20 



80 - 



60 - 



40 - 



20 - 



0 



0.01 




0.1 1 
COMPETITOR (ug) 



L-2 

HuCC49 



L-1.2 



O L-1 



L-3 



HuCC49 
H-3 



H-2 



10 



SUBSTITUTE SHEET (RULE 26) 



WO 00/26394 



Inventor: KASHMIR] et al. 

DocketNo.: 116I3.32USWO O ^S^'O"^^^ 

Title^^RIANTS OF HUMANANI2ED ANTI-CARCINOMA MONOCLO^jj^NTIBODY 



itl e: -VA RI 
lonc^^: i 



Att^^HTame: Melissa Jean Pytel 
PhonWs.: 612.371.5304 
Sheet 8 of 23 



> CT/US99/25552 



O/ ^ 



FIG. 8 




• HuCC49 
O L-1 
□ L-2 
A L-3 
■ L-1. 2 



COMPETITOR (ng/25 ul) 



SUBSTITUTE SHEET (RULE 26) 



WO 00/26394 



Inventor: KASHMIRI et al. ^ 

Docket No.: I1613.32USWO S^Sii ^S 

Title^^^RIANTS OF HUMANANIZED ANTI-CARCINOMA MONOCLONE 
CC4^^fc 

Atto^^^^me: Melissa Jean Pytel 
Phone^cT: 612.371.5304 
Sheet 9 of 23 



ntTbSdv 



PCT/US99/25552 



9/23 



FIG. 9 




■ 1 — 2_ 

0.1 1 10 100 1,000 

COMPETITOR (ng/25 ul) 



SUBSTITUTE SHEET (RULE 26) 



WO 00/26394 



Inventor: KASHMIRI et al. _^ _ 

Docket No.: 116 1 3.32USWO iS-U 511 

Title: V|A^NTS OF HUMANANIZED ANTI-CARCINOMA MONOCLON 

Attoni^^^^ie: Melissa Jean Pytel 
Phone No.: 612.371.5304 
Sheet 10 of 23 



fA^p^j 



'43 
(BODY 



PCT/US99/25552 



FIG. 10 




' ' i l l l nil 1 — i i ' i ' 



0.1 1 10 100 1.000 

COMPETITOR (ng/25 ul) 



SUBSTITUTE SHEET (RULE 26) 



WO 00/26394 



2ur 



Inventor: KASHMIRI et al. 
Doc keLNo. : 11613.32USWO 

Titl^^felANTS OF HUMANANIZED ANTI-CARCINOMA MONOCLO 

cc^^P 

Attor^^^Iame: Melissa Jean Pytet 
Phone No.: 612.371.5304 
Sheet 11 of 23 



3 ^t.body U7/830748 



PCT/US99/25552 

















. i 
1 ■ 1 1 i 1 








1 I 
_J —J 




?" >" 




X 




















I 1 
—J —J 








it 2£ 








ex. Q- 




It It 
LL. LL- 




LL. l/i 












i 

r~ 




f ^ t 
V-/ w 








LL. LL. 
















(-? (-J 


LL. 


\J 9 




LJ w 


LJ 






>~ s— 


/■ x 
L-J 


S- 








w 








/-* 
















r ^ r ^ 
















CC 












/—* 








z 








C2 




I ) 


LH 


# y\ 

1/ J 




t t f 1 ■ 1 
LU UJ 


L-J 






^< ^< 


u 


— J 




or Or 




1 








L/ ) 








C-7 




\J 9 \J9 




/A 

Ui 








V) 




I L 








■ i 
«J —J 
















LL- UU 




Z Z 




o\ /~\ 
L-J Lw 




— ^ 
























u_ LL. 








UJ ld 




\J 9 \J i 




C3 w 








1 1 




COCO 




coco 




b-Lu 




>> 




ceo: 




<< 




oo 




— J— 1 




D-CL 




en to 




>> 




oo 




oo 




CLQ_ 








COCO 




CO 




oo 




UJ 




i— to 


OJ 








tr 


< 




>> 


o 


CO 






o 


< 




OO 









OO 










m 


— 










m 






-< 








1.11.1 




oo 






^ 


I 1 




>-Li_ 












>- >- 












> >. 








CO o 




< <; 








n n 




H— 












QQ 








OO 




1 1 1 1 > 1 












COCO 
























I | 












COCO 








li 




CO CO 












—I 1 






L li 






ll J 1 1 1 






Oi 


■ 1 




s > 












>- >- 










^< ^ 








L_ L- 




f— f~ 








1 . | i 




CO to 












<! <c 












coco 




















coco 




oo 








<< 




cr < 




















oo 




— —j 








coco 












> — 




>< 












trie* 








>> 








coco 




coco 




o 




coco 




<< 








>> 




oo 








f— *— 




O-CL 




q: 




> > 












I t 




^> 








r— 




>> 


Osl 






oo 




LULU 


cr 






oo 




<< 


o 


u_ 




oo 




OO 


o 


o 








coco 




o 








oo 








>- 




>> 




o 


to 


< 




—J -J 




CL 


cr 






oo 




CO 


o 


z 




>> 




Lu 


o 


— 1 




oo 




>- 




CO 



o 
z<-> 



o 
z<-> 



t— 3 
CMX 



CMO 
CNIX 



Pen 

CMX 



SUB S 111 Ulh SHEET (RULE 26) 



WO 00/26394 



"j£ ffli JUL' ^ 



Inventor: KASHMIRI et al. 
Docket No.: 116I3.32USWO 

TiU^J|RIANTS OF HUMANANI2ED ANTI-CARCINOMA MONOCU 

AttwB^Name: Melissa Jean Pytel 
Phone No.: 612.371.5304 
Sheet 12 of 23 



,<j^^^NTIBODY 0 9 / Q 



30748 

CT/US99/25552 



< 
CM 









o 




o 












w 






o 




CM 




CO 








o 




CO 


CM 




CD 












CM 




ro 




r> 






4- O 


o 


4- O 


< 




CD 


-r CD 




+ f 






CJ 4" 


< 


I »— 


cd 


1 o 


< 


1 




1— 


1 <^ 


CD 


1 r *s f 
1 CD T 


CD 


1 CD 


C7> | O 


cd 


1 o 


CD 


1 o 


CD 


1 o 




CD 


1 CD 






CD 


1 CJ 


O 1 C7> 




1 < 


< 


1 < 


< 


1 r- 




< 


1 H- 


O 


1 CD 




i i 
1 H- 


O I Q> 


o 


1 cd 


cd 


1 CD 




1 CD 






1 <C 




i i 


CD 


I CD 


| O 


cd 


1 cd 


o 


1 CD 




1 < 




1— 


1 <C 


CD 


1 CD 


k— 


1 ^ 


C7* 1 CJ 


o 


1 o 


cd 


1 CD 


< 


1 *— 




1— 


1 <I 


CD 


\ CD 


CD 


1 CD 


I CD 




1 < 




1 < 




1 H- 




< 




CD 


1 CD 




l rf-r 
1 < < 


O 1 


o 


1 o 


cd 


1 o 




1 H- 




CD 


1 CD 


■ 


i rf-f* 
1 


■ 




^< i ' 




1 <c 




1 <* 


CD 


1 O 




h- 




CD 


1 CD 




1 t— 


! *— 


o 


4- cd 


o 


-h O 


CD 


+ O 




O 


+ CD 


r - 




r— 


~r* 


<t. -r p— 


cd 


1 o 


o 


1 O 


O 


1 CD 




O 


1 CD 




i ■ 

1 r— 


■ 


1 ^ 


CD 1 CD 


r— 


1 


o 


1 CD 


O 


1 O 






1 < 


W 


1 CD 




■ i_ 


T— I << 


cd 


1 CD 


o 


1 O 


*c 


1 




o 


1 CD 


CD 


1 CD 


i 

r— 


i rf-r 
1 


CD \ CD 


CD 


1 o 


o 


1 o 


\— 


1 < 




< 


1 *- 


CD 


1 CD 


CD 


1 CD 


<< 1 r— 




1 <c 


*— 


1 <c 


*z 


1 H- 




< 


1 r- 


CD 


1 CD 


^* 


I 

1 <~ 




cd 


t cd 


cd 


1 CD 




1 < 




< 


1 H- 




i i 

1 r— 


CD 


1 CD 


CD I CD 


cd 


1 o 


o 


1 CD ' 


o 


! CD 




r— 


1 < 


CD 


1 CD 




1 r- 


^ r\ • * \ 

CD 1 CD 






o 


1 O " 


> — 


1 < 




o 


1 o 




CD 


1 CD 


CD 


1 CD 




CD 


1 cd 




1 <£ 


o 


1 CD 




o 


1 CD 




CD 


1 CD 


CD 


1 CD 


CD 1 CD 


CD 


4- cd 


o 


+ CD 


CD 


+ O 




CD 


+ CD 




O 


-r CD 


CD 


4* CD 


CD 4- CD 


r— 


1 <c 




1 




1 < 




CD 


1 CD 




CD 


1 CD 


h- 


1 < 


<T 1 »— 




1 r— 


o 


1 O 


o 


1 CD 




< 


1 H- 




<( 




CD 


1 CD 


< 1 


cd 


1 o 


<c 


1 f— 


CD 


1 CD 




CD 


1 o 




CD 


1 CD 


CD 


1 CD 


CD 1 CD 


H" 


1 


cd 


1 o 


O 


1 CD 




< 


t H- 






1 <C 


^ 




CD 1 CD 


CD 


1 o 


o 


1 CD 


h~ 


1 < 




CD 


1 CD 




f— 


1 <c 


O 


1 O 


< 1 


CD 


1 o 




1 < 


O 


1 CD 




CD 


I CD 




O 


1 CD 


*< 


1 J— 


CD 1 CD 




1 ^ 


o 


1 CD 


< 


1 H- 




CD 


1 CD 




CD 


I CD 






CD 1 CD 


O 


1 o 




1 < 


o 


1 CD 




CD 


1 CD 




O 


1 CD 


CD 


1 o 


CD 1 CD 


cd 


1 o 


o 


1 O 


o 


1 CD 




< 


1 






1 <. 


■< 




*— | < 




4" 




+ 


CD 


+ CD 




O 


-h CD 






i * 

"T" r— 


O 


4- CD 


CD 4- CD 


CD 


1 o 


cd 


t O 


•< 


1 




CD 


1 CD 




CD 


1 CD 


CD 


1 CD 


CD 1 CD 


r* \ 

CD 


1 cd 


o 


1 CD 


o 


1 CD 




< 


1 H- 




r~ 


i 


CD 


1 o 


CD 1 CD 


CD 


1 cd 


cd 


1 O 


o 


1 CD 




< 


1 1- 




CD 


\ CD 






CD 1 CD 


CD 


I o 




1 


*— 


1 < 




< 


1 »- 




CD 


1 CD 


CD 


1 CD 


CD 1 CD 


CD 


1 o 


o 


1 O 


CD 


1 CD 




CD 


! CD 




CD 


1 CD 


CD 


1 CD 


CD 1 CD 




1 H~ 




1 <c 




1 *- 




< 


1 r— 




r— 


1 <I 


f— 


1 <c 


t— | <£ 


CD 


1 o 




1 r— 


< 


1 *- 




CD 


1 CD 




CD 


1 O 


CD 


1 O 


1 < 


CD 


1 CD 


o 


I o 


o 


1 O 




CD 


1 O 




O 


1 CD 


CD 


1 CD 


*< 1 r— 


CD 


I o 




J <c 


CD 


1 CD 


< 


1 H- 




CD 


1 CD 


i CD 


1 CD 


O 1 CD 




1 1 


o 


+ o 


H- 


+ < 


o 


+ CD 




CD 


4- CD 




4" f— 


< 4- *— 


t 


1 <c 


o 


1 o 


r— 


\ < 




» < 




O 


1 CD 


CD 


1 CD 


O 1 O 




1 r— 




1 <c 




1 H- 


< 


1 H- 




CD 


1 CD 


CD 


t CD 


*— 1 < 


ft 


1 CD 




1 1 

1 i— 




1 


f— 


» <C 






1 <t 


«C 


1 *— 


CD 1 CD 


w 


1 CD 


cd 


1 CD 


o 


1 CD 


CD 


1 O 






■ i 

1 t— 


CD 


1 CD 


CD I CD 


■ 




<< 






1 < 


CD 


1 CD 










1 <c 


CD 1 CD 




1 * 
1 r— 


o 


1 o 


O 


1 CD 




» < 




CD 


1 CD 




• • 
1 


CD 1 CD 




1 0> 


o 


1 CD 


*— 


1 < 


CD 


1 CD 




O 


1 CD 


*< 


1 1— 


»— 1 < 




1 

1 W* 


CD 


1 O 


o 


1 CD 


O 


1 CD 




CD 


1 CD 


O 


1 CD 


< 1 I— 


W 




CD 


1 o 


■< 


1 *- 


CD 


1 CD 




<C 




<c 


1 r— 


\— \ < 


O 


-r C7> 


o 


+ o 


CD 


+ CD 


CD 


+ CD 




r— 




CD 


4- CD 


CD 4- CD 


t \ 


1 rr% 
1 tx 1 


CD 


1 o 


H— 


1 < 


h— 


1 < 




CD 


1 CD 


f— 


\ <C 


CD 1 CD 




1 o 




1 < 


CD 


1 CD 


CD 


1 CD 




CD 


1 CD 


CD 


1 CD 


< 1 1- 




1 o 


< 


1 h- 


CD 


1 O 




1 < 




CD 


1 CD 


f— 


1 < 


1- 1 < 


o 


1 o> 




1 CD 


CD 


1 O 


< 


1 




CD 


1 CD 


CD 


1 CD 


< 1 H- 


o> 


1 o 


< 


1 1- 


< 


1 h- i 


r— 


1 < 




r— 


1 < 


< 


1 f- 


1- 1 < 


D 




o 


1 O 


CD 


1 Ui 


CD 


1 CD 




< 


1 r- 




1 O 


1- 1 < 


O 


1 


o 


1 O 


< 


1 i 


< 


1 r- 




o 


1 CD 




1 < 


< 1 1- 


u 


1 o> 


o 


1 O 


1CD 


1 CDI 


< 


1 H- 




CD 


I o 




1 < 


1- 1 < j 




1 o 


o 


1 CD 


to 


1 O 1 


CD 


1 CD 




CD 


1 CD 


o 


1 CD 


CD 1 CD 1 



CD 



CM 



GO 



CM 



O 
ro 



CD 



CM 




— 1 




U \ 


C7> 


cn I 




cn | 


(D. 


CM 





SUBSTTTUTE SHEET (RULE 26) 



WO 00/26394 



Inventor: KASHMIRI et al. TM ^ ' 

Docket £^ ~ 
Title: 
CC49^ 

Attorney! _ 

Phone No.: 612.371.5304 | PCT/US99/25552 

Sheet 13 of 23 



"^jj^NTS OF HUMANANIZED ANTI -CARCINOMA MONOCLON^^^^BODY \j 7 / 830*^8 

me^Rmie: Melissa Jean Pytel | 



J 



O O O Q O O 

O CN 00 O CO CN 

co i- cn m ro ^ 



o + o 


o 


4 o 










+ t- 


c 'i 






+ o 










< 1 




o 


1 


o 




1 








1 o 




I n - " 




1 


t 

r— 










O 1 


o 


o 


1 


o 


o 


1 


o 






1 < 


f \ 


I x— ' 


f \ 


1 

1 


CJ 


t3 1 FT 








1— 1 


< 




1 


< 




1 








1 H- 


/ } 


i a 

1 V— / 




1 

I 


f X 

CJ 


O | o* 








O 1 


o 


cj 


1 


o 


o 


1 


o 




xJX 


l o 




1 C 1 

1 >»X 


t 


1 

1 


<< 


rr> I f > 

w | w 








O I 


o 


CJ 


1 


o 




1 


<: 




^ \ 
w 


1 o 




1 <f 




1 

1 


f rv 

CJ 


<—S 1 X>^ 








O 1 


o 


cj 


1 


o 




1 


f— 






1 1- 


f X 


1 w 


1 


1 




t ^ 1 r" ^ 

W' 1 <M> 








»— 1 


< 




1 


< 


<c 


1 






< < 


1 1- 




1 <<■ 


1 


1 












O J 




CJ 


1 






1 








1 H- 




1 i_ 
1 


xV 


1 

1 


CJ 


x—/ 1 








1— 1 


< 




1 


< 




1 


o 






1 o 




1 w 




1 

1 


h— 


V— ' 1 xj 








o + o 


CJ 


4 


- o 


^ fx 


+ 


o 






+ o 






1 


1 












O | 


o 


CJ 


1 


o 


^ X 


1 


o 




u 


1 o 




1 f *i 

1 


w 


1 

1 


f X 

CJ 


W 1 X_y 








h- | 


<c 


f X 

CJ 


1 


o 




1 


o 






\ o 








1 


J 




L_ | rf< 
r~ 1 ^< 








O 1 


o 


CJ 


1 


°1 




1 






^ >, 


1 o 






1 f ^ 




1 

1 


o 










o t 


cj 


cj 


1 


o 




1 








1 -< 






1 L_ 

1 F— 




1 




f \ 1 IX 

CJ 1 xj 








H- | 


< 




1 


< 


<c 


1 






f X 


1 o 




f X 


1 w 


^ X 

VJ 


1 


o 


xJ 1 VJ 








O 1 


o 


CJ 


! 


o 




1 






i 

r~ 


1 






1 f ^ 




1 


o 


*r i i_ 
< < 1 








O 1 


o 


o 


i 


o 


o 


1 






^ X 


1 o 




■ 


1 rf-f* 
1 < l- 


t 


\ 


<; 


CJ | xj 








I— 1 


<c 


o 


1 


o 




1 


< 






1 <£ 








cj 


1 


o 










O 1 


o 




1 


< 


o 


1 


o 






1 <t 




^» 






1 


J— 


f IN | ^ x 

CJ 1 CJ 








o 4- 


o 


o 


+ o 




+ 


<: 




1 

r— 


+ <c 




u 


1 A X 

"T* U 




4- 




CJ -p CJ 








1— 1 


< 




1 


*— 


o 


1 








1 *— 










1 












1— 1 


< 


o 


1 


o 




1 








1 < 




^ X 


1 f *\ 


w 


1 


o 


CJ 1 CJ 








O 1 


o 




1 


< 




I 


o 






1 *— 






1 l_ 


r 


1 


CJ 


CJ 1 CJ 








H- I 


<c 


o 


1 


o 




1 


<c 




xZ? 


1 o 




/ X 
X— ' 


1 w 




1 


J— 


CJ 1 CJ 








O 1 


o 


o 


1 


o 


I— 


1 


<c 




o 


I o 






1 f~ 


CJ 


1 


o 


^ 1 r— 








O I 


o 


o 


1 


o 


o 


1 


o 




»— 


1 < 




/ X 

u 


1 w 


^ X 

CJ 


1 


o 










1 


< 


cj 


1 


o 


o 


1 


o 






1 < 




/ X 

u 


t m 


e x 
CJ 


1 

1 


o 


CJ | CJ 








h— | 




CJ 


1 


o 


< 


1 


»— 




< 


1 >— 






1 r N 


■ 


1 




CJ 1 CJ 








O 1 




#• X 

CJ 


1 


cj 




1 


o 




o 


1 o 






1 w 




t 




f *\ | ^ X 

CJ 1 CJ 








4" 


< 


CJ 


+ o 


< 


+ 






o 


+ o 






"t^ ^ 


vJ 


4- 


o 


<<. -r *— 








O 1 


o 




1 


< 


J— 


1 


< 




»— 


1 < 






1 i— 
1 p~ 




1 




CJ 1 xj 








O | 


o 


CJ 


1 


o 


o 


1 


o 




o 


I o 




r x 




CJ 


1 


o 










o t 


o 




1 


J— 


o 


1 


o 




< 


1 




/" 


1 t \ 


H~ 


1 


<: 


CJ 1 CJ 








I— 1 


< 


J" X 

CJ 


1 


o 


o 


1 






o 


1 o 






l r \ 
1 ^ 


r x 
CJ 


1 


o 


CJ i CJ 








O 1 


o 


CJ 


1 


o 


o 


1 


o 




o 


1 r x 




f ^ 




CJ 


1 


o 


CJ 1 CJ 








O 1 


o 


h— 


1 


< 


o 


1 


o 




1— 


1 < 






1 1 

1 r— 


CJ 


1 


CJ 


CJ i CJ 








1— 1 


< 


o 


1 


o 


< 


1 


f— 


o 


I o 






1 I 




1 


»— 










O I 


o 


CJ 


1 


o 


< 


1 




o 


1 o 






l r *\ 
1 w 


f X 

CJ 


1 


o 


CJ 1 o 








O 1 


o 




1 


< 


o 


1 


o 


o 


1 CJ 






1 ^ 


f X 

CJ 


1 


o 


<£ 1 1— 








»- 4- 


< 


o 


+ o 


o + o 


o 


+ o 








f— 


4- 


< 


4- ^ 








O 1 


o 


cj 


1 


cj 


o 


1 


o 


o 


I o 




o 




CJ 


1 


o 


CJ 1 o 








< 1 


1— 




1 


I— 


< 


1 


r— 


< 


1 »- 




o 


I r x 


f— 


1 


<c 


CJ 1 o 








O 1 


o 


o 


I 


o 


< 


1 


»— 




I e> 






1 1 

1 * — 


CJ 


1 


o 


O 1 CJ 








O 1 


o 


o 


1 


o 


o 


1 


o 


< 


1 1- 




o 


1 f X 


CJ 


1 


o 


O 1 CJ 








*— 1 


< 


H— 


1 


< 


o 


1 


o 


o 


1 o 




< 


1 1 




1 












< 1 


1— 


CJ 


1 


o 


1— 


1 


< 


o 


I o 




o 


1 CJ 


CJ 


1 


o 


<< 1 






O 


O | 




CJ 


1 


o 


o 


1 


o 


h- 


1 < 




1— 


1 < 


o 


1 


o 




o 






o | 




< 


1 


»— 


o 


1 


o 


a 


I o 




< 


1 H- 


*— 


1 


< 


<C 1 t— 


o 




cn 


o | 




o 


\ 


o 




i 


< 


o 


1 o 




< 


1 1" 


o 


1 


St 


< 1 r- 


o 




rj> 


o 4" 


o> 


u 


4 o 


t— 


+ 


< 


1— 


+ < 




o 


+ o 


o 


4 




o + o 


o 


4 


cn 


o I 


o> 


o 


1 


o 




1 


< 


< 


1 1- 




< 


1 1- 


< 


1 




r- 1 < 


CP 




o 




o 




1 


< 


< 


1 




< 


1 H- 






1 < 


*— 


1 


<c 


CJ I CJ 


C7* 






-*-» 1 


o 


a 


1 


o 




1 


o 


o 


1 o 






1 o 


o 


1 


o 


O 1 CJ 


C7> 




u 


o i 


ct> 


< 


1 


»— 


< 


1 




< 


1 1- 




< 


1 1- 


o 


1 


o 


O 1 CJ 


CJ 




cr> 




o 


o 


1 


o 


< 


1 


#— 




1 o 




< 


1 H- 


o 


1 


CJ 


1- 1 < 


o 






o | 




o 


1 


o 




1 


o 


< 


1 H- 


; h- 


1 < 


\— 


1 


< 


< 1 f- i 






o 






»— 


1 


< 


i 1— 


1 


< 


< 


1 H- 


1 

1 1" 


1 < 


o 


1 


o 


O 1 CJ 


a 




cn 




o 


o 


1 


o 


i a 


1 




< 


1 H- 




1 < 


< 


1 


h— 


< 1 »- 


o 






o | 


o> 


< 


1 


1— 


! O 


1 


o 




1 o 


1 1— 


1 < lo 


1 


o 


< 1 I — 


o 







CO 



Cxi 



GO 



CN 



O 



CO 



CN 

'xf 



SUBSTITUTE SHEET (RULE 2B) 



WO 00/26394 



Inventor KASHMIRI etal. 
Doc kelNo .: M613.32USWO 

CC^Hf IANTS ° F HUMANANIZED A NTI-CARCINOMA MONOCLO, 

Attoi^^^ame: Melissa Jean Pytel 
Phone No.: 612.371.5304 
Sheet 14 of 23 



830748 



PCT/US99/25552 



^ 



FIG. 13 



COMPETITION RADIOIMMUNASSAY: 
MANIPULATED CDR VARIANTS OF HuCC49 
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HPLC ANALYSIS OF PATIENT REACTIVITY TO CDR SUBSTITUTION 

VARIANTS OF HuCC49 
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FIG. 18 



BI0DISTRIDUT10N OF I.V. ADMINISTERED RADIOLABELED HuCC49 AND VARIANT IN ATHYMIC MICE 
BEARING LS-174T HUMAN COLON CARCINOMA XENOGRAFTS: PERCENT OF INJECTED DOSE/GRAM 
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